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ABSTRACT
The Skindex-16 questionnaire was recently developed as a measure of d logical health-related quality of life
(HRQol), including ptoms, emoti and functional ts. Bepotastine besilate is a selective hi ine Hy-recept:
gonist and a d-generation non-sedating antihistamine to treat various deri logical di s. We d

changes of the HRQoL instrument (Skindex-16) on patients with pruritus, including those with atopic dermatitis (AD) over
bepotastine treatment period. The patients’ personal nent of the i of pruritus was determined using the
Visual Analog Scale (VAS) for pruritus. Patients answered the Skindex-16 at baseline and at week 4. Forty-eight of 51
enrolled der | | patients completed the Skindex-16. Of the 48 patients, 11 had AD and 37 had other conditions.
Improvement in the clinical evaluation and VAS score was significant in all patients, the AD group and the other disorders
group between baseline and week 4. Skindex-16 showed significantly lower scores for each of the three scales (symp-
toms, emotions and functioning) and the global score at baseline compared to that at week 4 in all patients and the other
disorders. In contrast, there was a significant reduction in the emotions and global score among the AD patients. We
found a significant correlation b  falls in 1s score of Skindex-16 and falls in VAS scores for pruritus in the AD
group. Bepotastine could be in the mar itof p HRQoL and useful in patients suffering with pruri-
tus. We suggested that pruritus of AD patients could exert a stronger emotional effect due to the skin condition compared

to the symptomatic or functional effects.
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INTRODUCTION

Itching arises from a variety of skin conditions."? Particularly, itching
is the predominant feature of atopic dermatitis (AD) and it is an
essential diagnostic feature of the disease.>* Leaming more about
how itching affects people may help us develop better treatment
strategies for dermatological patients with pruritus. Histamine
Hy-receptor antagonists (antihistamines) are used to treat various
dermatological disorders including urticaria, eczema and AD.°
Bepotastine besilate is a selective histamine H;-receptor antagonist
and a second-generation, non-sedating antihistamine that has
recently been used for the treatment of allergic disorders in Japan.®

Health-related quality of life (HRQol) has emerged as an impor-
tant outcome of clinical investigation and patient care in dermatol-
ogy.” The Skindex has been recently developed as a specific
measure of HRQoL in dermatology patients, quantifying the effects
of skin disease on patients’ HRQoL, which has been extensively

atopic dermatitis, bepotastine besilate, emotions, health-related quality of life, pruritus, Skindex-16.

studied and refined. Initially, the Skindex was comprised of 61
questions but was then modified to 29 questions. Later, a briefer
version consisting of 16 questions was introduced, which is known
as Skindex-16.2"° The Skindex-16 is a self-administered question-
naire covering symptoms, emotions and functional aspects of
dermatological conditions. Four questions {nos. 1-4) are related to
symptoms, seven questions (nos. 5-11) are related to emotions, five
questions (nos. 12-16) are related to functioning, and all 16 ques-
tions are related to global score. We assessed changes of the
HRQoL instrument (Skindex-16) on patients with pruritus, including
those with AD, over a bepotastine treatment period.

METHODS

Patients
Fifty-one Japanese patients suffering from pruritus and above
the age of 20 years seen at the Department of Dermatology,
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St Marianna University School of Medicine between 2008 and
2010 were eligible for the study. Exclusion criteria were spe-
cific pruritus treatments that patients were currently taking or
had received In the last 3 months. These treatments included
phototherapy, antihistamines, corticosteroids, immunosuppressive
drugs, or any other experimental or investigational drug. Patients
gave written informed consent prior to the start of the study. Der-
matological disorders were diagnosed by experienced dermatolo-
gists based on the Japanese Dermatological Association criteria.
The diagnosis of AD was defined by the Hanifin and Rajka'" diag-
nostic criteria.

Forty-eight of the 51 enrolled patients with pruritus completed
the Skindex-16 questionnaire and the results of bepotastine treat-
ment were followed over the course of 4 weeks. Of the 48 patients
{26 men, 22 women; aged 55.6 + 21.9 years), 11 (23%) had AD
{six men, five women; aged 27.1 + 10.8 years) and 37 {77%) had
ather conditions (20 men, 17 women; age 64.1 + 16.4 years). In
the other disorder group, 10 patients were diagnosed with cutane-
ous pruritus of unknown origin, eight with urticaria, seven with pru-
rigo chronica and seven with chronic eczema. The mean duration
of their disorder was 46.9 + 78.3 months for all 48 patients,
135.6 + 118.9 months for the AD group and 19.2 + 25.8 months
for the other disorder group. The ages and duration of disorder dif-
fered significantly between the AD group and the other disorders
group.

Methods

All 51 patients with associated pruritus who enrolled in the study
were treated with an oral non-sedating H, antihistamine, bepotas-
tine besilate 10 mg, twice daily (morning. evening) for 4 weeks. The
patients continued using any topical corticosteroid and/or emollient
they were currently using during the 4 weeks. Clinical evaluation for
pruritus was graded as “none”, “mild”, “moderate”, “severe” or
“very severe” according to same dermatologists who examined the
patients with pruritus at baseline and at week 4. All adverse events
were recorded throughout the study from the time of patient con-
sent to the final visit. The patients similarly reported on the intensity
of pruritus at baseline and week 4 using the Visual Analog Scale
(VAS) for pruritus.’®"® Patients graded thsir pruritus using a 10-cm
VAS, with “none” on the left side of the scale and “severe™ on the
right. All patients answered the Skindex-16 questionnaire at base-
line and at week 4. HRQol was assessed using the Skindex-186
questionnaire, which consists of 16 items within three scales: symp-
toms, emotions and functioning. Patients answered each question
using a 7-point scale from 06 (0 = “never bothered” and
6 = “constantly bothered”). The mean score was determined for
each scale. The global score was calculated by averaging the mean
scores for each item. Further details of scoring are provided in pre-
vious publications.’ The questionnaire was distributed to each
patient, and they submitted them to the clerks in our clinic on the
same day.

Statistical analysis

The level of significance was set at P < 0.05 in all cases. Mann—
Whitney U-test was performed to define the patient’s background
between two patient groups, the AD group and the group with other
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disorders. Clinical evaluations for pruritus assessed by dermatolo-
gists at baseline and week 4 were analyzed by Wilcoxon rank sum
tests. The statistics were analyzed by paired Student's t-test to
compare VAS scores for pruritus and Skindex-16 scores among all
patients, the AD group and the other disease group. Spearman’s
rank correlation coefficients were used to compare the difference
between the Skindex-16 scores and VAS scores for pruritus. All
data are expressed as the mean = standard deviation.

This study was based on the ethical principles of Good Clinical
Practice and was approved by the St Marianna University School of
Medicine Institutional Review Board for Human Subjects Research
{no. 1427).

RESULTS

Clinical evaluation and VAS scores for pruritus

Clinical evaluation for pruritus assessed by dermatologists over
bepotastine treatment period improved significantly in all 48
patients, the AD group and the other disease group (Fig. 1). There
were no reported adverse affects during bepotastine treatment. VAS
scores {27.3 = 26.0) for pruritus assessed by each patient at week 4
were significant lower than the baseline score (60.7 + 20.1) in all 48
patients with pruritus. VAS scores (34.5 + 25.5) for pruritus at week
4 were significantly lower than the baseline score (60.5 + 17.1)inthe
AD group. VAS scores (25.1 + 26.1) for pruritus at week 4 were
significantly lower than the baseline score (60.7 + 21.1) in the other
disease group. There was no significant difference in VAS scores for
pruritus between the AD group and the other disorder group.

Changes in Skindex-16 scores

Al 48 patients who completed the Skindex-16 questionnaire
showed significantly lower scores for each of the three scales
{symptoms, emotions and functioning) and the global score at base-
line compared to that at week 4 (Fig. 2). This indicates an improve-
ment in HRQol among the pruritus patients who underwent
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Figure 1. Clinical evaluation of pruritus assessed by dematologists
over bepotastine treatment period was significant in all patients, the
atopic dermatitis group and the other disease group using Wilcoxon
rank sum tests. *"*P < 0.001, *P < 0.05.

© 2011 Japanese Dermatological Association



(@) 100 g et

S: . Week 4

Skindex-16
Symptoms Score

s o

s &

All patients  Atopic dermatitis Other disorder

{€) 100

I Baseline
|
80

70
60

30 ,_l V;l

20

Skindex-16
Functioning Score
g

All patients  Atopic dermatitis Other disorder

[ealth-related quality of life in praritus

100
(b} [ Baseline
90

B week 4 i

80 v

Skindex-16

Emotions Score
N WA a9 N
S 8383 3

All patients  Atopic dermatitis Other disorder

o [ Baseline

5 W ook 4

Skindex-16
Global Score
s a o
S

All patients  Atopic dermatitis Other disorder

Figure 2. Skindex-16 questionnaire in symptoms score (a), emotions score (b), functioning score {c) and global score (d) at baseline and week 4
among all patients, the atopic dermatitis (AD) group and the other disorder group. **P < 0.001, **P < 0.01, *P < 0.05.

% rs =0.65
30 *P=0.048 ]
o
=3
8
8
0
=3
g
]
g
5
c
=N
£
20 16 _y, 3 40 50 60 70

10 20
Fall in VAS for pruritus

Figure 3. We found significant correlation between falls in emotions
score of Skindex-16 and falls in Visual Analog Scale (VAS) score for
pruritus among the atopic dermatitis group who underwent bepotas-
tine treatment using Spearman’s rank correlation coefficients.

bepotastine treatment. This same trend was seen among the other
disorder group, where there was a significant reduction in four Skin-
dex-16 scores between baseline and week 4 (Fig. 2). In contrast,
the symptoms and functioning scores in the AD group did not
decrease significantly between baseline and week 4 (Fig. 2a,c).
However, there was a significant reduction in the emotions and glo-
bal score among the AD patients (Fig. 2b,d). Furthermore, we found
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a significant correlation between falls in emotions score of Skindex-
16 and falls in VAS scores for pruritus in the AD group (Fig. 3).

DISCUSSION

In the present study, the pruritus of our patients who received bepo-
tastine to treat their itching improved from both the dermatologists’
and patients’ point of view. Skin disease-specific, the Skindex-16
HRQolL instrument is valuable for assessing patients’ outcomes,
especially thelr response to therapy. These improvements were
noted against the three scales {symptoms, emotions and function-
ing} of the Skindex-16 questionnaire, in addition to global scores of
the Skindex-16 questionnaire over the treatment period. We sug-
gest that bepotastine could be effective in the management of
patients’ HRQoL and useful in patients suffering with pruritus.

Both clinical evaluation for pruritus by dermatologists and VAS
scores for pruritus by patients significantly improved in the AD
group after 4-week administration of bepotastine. Some investi-
gated whether the Skindex-16 could measure disease severity and
clinical change in the estimation of the effects of AD on patients’
HRQoL.™'® The Skindex-16 questionnaire showed significantly
lower scores for both emations score and global score at baseline
compared to that at week 4 in the AD group. We found that falls in
the emotions score significantly correlated with falls in VAS scores
for pruritus. Based on these data, we suggest that pruritus of AD
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patients could exert a stronger emotional effect due to the skin con-
dition compared to the symptomatic or functional effects, as indi-
cated by the high scores on the emotional component of the
Skindex-16 in pruritus patients with AD. Therefore, emotional
impact could be an important measure of HRQoL in AD patients.
Due to scratching, the primary skin disease may be confounded by
secondary scratch lesions. This may occur in excoriated forms of
AD. Acute phases in AD are primarily characterized by extreme pru-
ritus, which in tum leads to excoriation. Excoriation further exacer-
bates the underlying inflammation, setting up an itch-scratch cycle,
resulting in chronic lesions.'® Bepotastine has favorable antihista-
mine properties leading to allergic inflammation beyond those
directly involving the histamine H;-receptor.'” It is important for
dermatologists to effectively treat the underlying causes of emo-
tion associated with pruritus in AD patients. We expect that the
results of our questionnaire analysis may provide some basis
for dermatologists to effectively assess HRQoL in the treatment
regimen for AD.
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